Cells were kept in culture for no more than 4 months before thawing new low passage stocks that were ID-profiled. MDA-MB-231 cells and W M239 cells were ID-profiled in 2011 and 2014, respectively.
Western blotting
The composition lysis buffer: SDS 3%, Tris-HCl 1% (w/v), glycerol 14% (v/v), β- 
Microarray
Expression values were annotated using the file Human HT-2_V4_O_RZ_15002878_B.logx from Illumina. The raw data is available through Gene Expression Omnibus (GEO GSE60326).
Expression data was quantile normalized and log2 transformed in J-Express 2012 [1] .
Differential gene expression analysis was performed using Rank-product analysis, with a qvalue < 0.05 as a cut-off to identify differential expressed genes [2] . The final list of genes were further analysed using the web-based GEne SeT AnaLysis-GESTALT-Toolkit (http://www.webgestalt.org/) [3] .
SILAC

Nano-LC/LTQ-Orbitrap mass spectrometry
Labeled or non-labeled cells were transfected with let-7a or negative control oligos. An incorporation test was applied before performing a Nano-LC/LTQ-Orbitrap mass spectrometry (MS). The cell lysates from each labeling, heavy and light, were mixed 1:1 and subjected to SDS-PAGE. Each Coomassie G-250 stained gel lane was cut into 12 slices and in-gel digested using 0.1 µg of trypsin in 25 µl of 50 mM ammonium bicarbonate, pH 7.8. After micropurification using µ-C18 ZipTips (Millipore, Oslo, Norway), the peptides were dried in a SpeedVac and dissolved in 10 µl 1% formic acid, 5% acetonitrile in water and subjected to Survey full scan MS spectra (from m/z 300 to 2,000) were acquired in the Orbitrap with the resolution R = 60,000 at m/z 400. The method used allowed the sequential isolation of up to the seven most intense ions for fragmentation on the linear ion trap using collision induced dissociation (CID) at a target value of 10,000 charges. Target ions already selected for MS/MS were dynamically excluded for 60 sec. The lock mass option was enabled in MS mode for internal recalibration during the analysis. Other instrument parameters were set as previously described [4] .
Protein identification and quantification
Protein identification and quantification were performed with MaxQuant [5] (v.1.2.2.5) utilizing the Andromeda search engine [6] with the IPI human database (v.3.68 -87.061 human sequences). Trypsin was selected with up to two missed cleavage sites, and tolerance levels for identification were set to 10 ppm and 0.5 Da for MS and fragment MS/MS scans, respectively. In addition to heavy isotopes of arginine and lysine, methionine oxidation, deamidation of asparagines and glutamines, N-terminal protein acetylation and conversion of N-terminal peptide glutamine to pyro-glutamic acid were selected as variable modifications.
We also included the reversed sequences as well as common contaminants into the database search, enabling estimation of the false discovery rate (FDR), which was set to 1% for reliable protein and peptide identification. For quantification, at least two quantification events were required per protein, and also the proteins were quantified in at least 2 of 3 replicates. All normalized protein ratios were subject to z-statistics for estimation of ratio significances, and a Benjamini-Hochberg corrected p-value < 0.10 was applied.
Senescence, PKM2 activity, GSH and NADPH assays
PKM2 activity, GSH and NADPH levels and senescence process were assessed by the respectives assays on day 3 post transfection according to the producer's protocol. All kits are from BioVision.
